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DECLARATION UNDER RULE 131 



Anna Di Rienza, Lalitha Iyer and Mark Ratain hereby declare as follows: 

1. We are joint inventors of the subject matter disclosed and claimed in the above 
referenced patent application. 

2. We understand that the U.S. Patent and Trademark Office Examiner handling the 
referenced application has taken the position that the Beutler et al. article appearing in Volume 
95 of the Proceedings of the National Academy of Science, USA, pp. 8170-8174, July 1998, is 
relevant to the patentability of the referenced invention. 

3. While we do not agree with the Examiner's conclusion in this regard, particularly with 
respect to certain aspects of our invention as set forth in the claims, we would point out that we 
made the subject invention, or at least as much of the subject invention as may be shown in the 
Beutler et al article, in this country prior to July 1998. This is evidenced by the enclosed 
Abstract of our work from the March 30 - April 1, 1998 meeting of the American Society for 
Clinical Pharmacology and Therapeutics held in New Orleans, Louisiana. This Abstract is 
attached as Exhibit "A" hereto, and we refer you in particular to Abstract OII-B-3. 
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4 Ascanbeseenf^Ab^ 

new alleles of the UGT promoter, the 5 (TA)jTAA] and 8 [(TAJs i ^^~~' f ~ w . 

£te plot- al Jes appeared ^f^r^SSl^^t £ <2£ 

demonstrate that in contrast to previously identified other polyinorphicalte^ , ^allele nve «m 

5/6 and 5/7) showed higher levels of glucuromdatxon of and ^ 
these results suggested the allele five resulted in an increase in UGT gene expression. 

5. The da* refuted to in this Abstract ^presented at 

Pharmacology and Therapeutics meeting on March 30 [;gf}> f^^^'^ 
Louisiana, and the Abstract reflecting this work was published prior to that time. ^ we : nave 
aSed a cow of the slides that were presented (Exhibit B). As can be seen from the slides, we 
my ^Srchiacterization of the allele 5 and allele 8, indudmg a 
2 tetfdot) Furthermore, an analysis of the rate of bilirubin glucuromdation w*«amed 
on tL allele 5 aTallele 8 carriers (see slide 7). From this study, we demons^d id* 
^rri A of allele 5 exhibited a bilirubin glucuronidation that was higher than that for the other 
£££ wbt 8 carriers edited a glucuronidation ^^^^ 

fZL r5fh« alfeta 6 and allele 7 serotypes. Tims, this presentation asmonstrates that we uo 
S^Ss"! Xe 8 S m dSe « bitia. of their biotogic agafieatte, 

prior to July, 1998. 

A wtt wfrEBY DECLARE THAT ALL STATEMENTS MADE OF OUR OWN 
UwI^S TRUI XX ALL STATEMENTS MADEON INFORMATION 
ax£ ncTmu ATtv BELIEVED TO BE TRUE; AND FURTHER THAT THESE 
^TlSs wSe SSfwiTH THE KNOWLEDGE THAT WILLFUL FALSE 
£ AtIS A^rf TOT UKB SO MADE ARE PUNISHABLE BY FINE OR 

£2So^or Sra. under sEcnomooi oft™* ioi J™ ™gg 

«TATF«i CODE AND THAT SUCH WILLFUL FALSE STATEMENTS MAY JEOPARDIZE 
THE VANITY IHbJSwC ATION OR ANYPATENT ISSUED THEREON. 
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4. As cob be seen from thi ii Abstract, we discovered the existence and relevance of the two 
new alleles of the UGT promot a; the 5 [(TA) 5 TAAJ and S ((TA)g TAA] alleles, and discovered 
that these promoter alleles app uired to be unique to populations of African origin. We further 
demonstrate that in contrast to ] raviously identified other polymorphic alleles, allele five carriers 
(genotypes 5/6 and 5/7) showe* higher levels of glucuronidation of bilirubin and SN-38, and that 
these results suggested the allel five resulted in an increase in UGT gene expression, 

5. The data referred to in Ids Abstract was presented at the Anierioan Society for Clinical 
Pharmacology and Therapeuta is meeting on March 30 - April 1, 1998 in New Orleans, 
Louisiana, and the Abstract re ilecting this work was published prior to that time. We have 
attached a copy of the slides the ; were presented (Exhibit B). As can be seen from the slides, we 
folly presented a characlerizati a of the allele 5 and allele 8, including a sequence analysis of 
each (see slide 6). Furthennon , an analysis of the rate of bilirubin glucuronidarion was carried 
out on die allele 5 and allele I carriers (see slide 7), From this study, we demonstrated that 
carriers of allele S exhibited a iilirubin ghicuronidation that was higher than that for the other 
genotypes, while the allele 8 < iirriera exhibited a glucitroitidation level within the confidence 
levels of the allele 6 and allele 7 genotypes. Thus, this presentation demonstrates that we had 
discovered the allele 5 and allel 8, and made an initial assessment of their biologic significance, 
prior to July, 1998, 

6 WE HEREBY DECU RE THAT ALL STATEMENTS MADE OF OUR OWN 
KNOWLEDGE ARE TRUE A 4D THAT ALL STATEMENTS MADE ON INFORMATION 
AND BELIEF ARE BELIE /ED TO BE TRUE; AND FURTHER THAT THESE 
STATEMENTS WERE MAE B WITH THE KNOWLEDGE THAT WILLFUL FALSE 
STATEMENTS AND THE LIKE SO MADE ARE PUNISHABLE BY FINE OR 
IMPRISONMENT, OR BOTH UNDER SECTION 1001 OF TITLE 18 OF THE UNITED 
STATES CODE AND THAT S JCH WILLFUL FALSE STATEMENTS MAY JEOPARDIZE 
THE VALIDITY OF THE APP ItCATTON OR ANY PATENT ISSUED THEREON. 
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4 As can be seen from this Abstract, we discovered the existence and relevance of the two 
lew alle W me UGT promoter, the 5 [(TA) S TAA] and 8 [(TA), TAA] alleles, and disced 
that these promoter allele* appeared to be unique to populations of African origin We tote 
demonstrate that in contrast to previously identified other polymorphic Oleics, allele five earners 
(aenotypes 5/6 and 5/7) showed higher levels of glucuronidation of bilirubin and SN-38, and that 
these results suggested the allele five resulted in an increase in UGT gene expression. 

5 The data referred to in this Abstract was presented at the American Society for Clmical 
Pharmacology and Therapeutics meeting on March 30 - April 1. 1998 in New Cleans 
Sana. 2d the Abstract reflecting this work was published prior to that time. We have 
attached a copy of the slides that were presented (Exhibit B). As can be seen from the slide^we 
fully presented a characterization of the allele 5 and allele 8, including a sequence J^y^ of 
each fsee slide 6). Furthermore, an analysis of the rate of bilirubin glucuromdation was earned 
out on the Allele 5 aXallele 8 carriers (see slide 7). From this study, we demonstrated that 
carried of allet 5 edited a bilirubin glucuronidation that was higher than that for the other 
g^es wmTe the allele 8 carriers exhibited a glucuronidation level within the ^confidence 
levelsof the allele 6 and allele 7 genotypes. Thus, this presentation dernomtfrates that we had 
^covered I Sie allele 5 and allele 8?and made an initial assessment of their biologic sign.fieance. 
prior to July, 1998. 

f wtt WFREBY DECLARE THAT ALL STATEMENTS MADE OF OUR OWN 
£nOw!SiS^t£5^TM ALL STATEMENTS MADE ON I^ORMA^ON 
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